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(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 

09333 


FOR FURTHER see Notification of Transmittal of International Search Report 

(Form PCT/IS A/220) as well as, where applicable, item 5 below. 

ACTION 


International application No. 

PCT/JP 99/07161 


International filing date (day/month/year) 

20/12/1999 


(Earliest) Priority Date (day/month/year) 

24/12/1998 


Applicant 

R-TECH UENO, LTD. et al . 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 6 sheets. 

PH It is also accompanied by a copy of each prior art document cited in this report. 



1 . Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

| | the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1 (b)), 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

[ | contained in the international application in written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 



□ 
□ 
□ 
□ 

□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 



2. 
3. 



[X] Certain claims were found unsearchable (See Box I). 
| | Unity of invention is lacking (see Box II). 



4. With regard to the title, 

fX] the text is approved as submitted by the applicant. 

| [ the text has been established by this Authority to read as follows: 



With regard to the abstract, 

(XJ the text is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authority. 

The figure of the drawings to be published with the abstract is Figure No. 



[ | as suggested by the applicant. - Q Non of the figures. 

| | because the applicant failed to suggest a figure. 

( ] because this figure better characterizes the invention. 



Form PCT/ISA/210 (first sheet) (July 1998) 



^fl^ International application No. 
INTERNAllBrAL SEARCH REPORT W pcT/ Jp QQ/ Q7161 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 

This International Search Report has not been established in respect of certain claims under Article 17{2)(a) for the following reasons: 



1. | 1 Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



2. | | Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out specifically: 



3. | | Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of Invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1 . I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
' — ' searchable claims. 



2. [ | As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
' — ' covers only those claims for which fees were paid, specifically claims Nos.: 



No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest [ [ The additional search fees were accompanied by the applicant's protest. 

| | No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998) 



VtWmAL SEARCH REPORT 



International application No. 
INTERNAT^^^ A 1 OCAD ^ LJ dcd^dt PCT/JP 99/07161 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 

This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. fxl Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 

Although claim 9 is directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged effects of the 
compound/compos 1 ti on . 

2. [ * I Claims Nos.: " 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 

see FURTHER INFORMATION sheet PCT/ISA/210 



3. Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1 . I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
' ' searchable claims. 



2. | | As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
' ' covers only those claims for which fees were paid, specifically claims Nos.: 



4. I | No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims: it is covered by claims Nos.: 



Remark on Protest j [ The additional search fees were accompanied by the applicant's protest. 

| | No protest accompanied the payment of additional search fees. 
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PCT 


To: 


NOTIFICATION CONCERNING 
ci iDMlCQinN rtR TRANSMITTAL 

OF PRIORITY DOCUMENT 
(PCT Administrative Instructions, Section 41 1) 


TAKASHIMA, Hajime 

Yuki Bldg. ... ~ 

3-9, Hiranomachi 3-chom6 y 

Chuo-ku ^tJ> 

Osaka-shi, Osaka 541 -0046 \ 

JAPON 


Date of mailing (day/month/year) 
20 March 2000 (20.03.00) 




Applicant's or agent's file reference 
09333 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP99/07161 


International filing date (day/month/year) 


International publication date (day/month/year) 
Not yet published 


Priority date (day/month/year) 

24 December 1998 (24.12.98) 


Applicant 




R-TECH UENO, LTD. et al 




1 . The applicant is hereby notified of the date of receipt (except where the letters "NR * e 
International Bureau of the priority document(s) relating to the earlier applications) indicated below. Unless oth»rw.se 
Indicated by an asterisk appearing next to a date of receipt, or by the letters "NR". in the right-hand column the pr.onty 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(a) or (b). 

2. This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

3 An asterisW) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted 
oTtfatsSed tothe Internationa. Bureau but not in compliance with Rule 17.1(a) or (b). In such 
oftheaoDlicant is directed to Rule 17.1(c) which provides that no designated Off.ce may disregard the priority claim 
concerned I blfore giving the applicant an opportunity, upon entry into the national phase, to furnish the pnonty document 
within a time limit which is reasonable under the circumstances. 

4 The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International 
Bureau o7which the applicant did not request the receiving Office to prepare and transmit to the Internaticna. Bure ,u. 

as orovided by Rule 17.1(a) or (b). respectively. In such a case, the attention of the applicant is directed to Rule 17.1(c) which 
provided ^that no designated Office may disregard the priority claim concerned before giving the ^^n™*™*' 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 


Priority date prioritv aoDltcation No* 
24 Dece 1998 (24.12.98) . 60/113,939 . 


f^untrv or reaional Office Date of receipt 
nr PCT receivina Office of orioritv document 

US ' 17 Marc 2000 (17.03.00) 


The International Bureau of WIPO 
34, chemin des C lombettes 
1211 Geneva 20. Switz Hand 

Facsimile No. (41-22) 740.14.35 


Authorized officer g 

TaVeb Akremi^c 

Telephone No. (41-22) 338.83.38 


Form PCT/1B/304 (July 1998) 


n v 003175324 
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From the INTERNATIONAL BUREAU 



PCT 

NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 


To: 

TAKASHIMA, Hajime 
Yuki Bldg. 

3-9, Hiranomachi 3-chome 

Chuo-ku / \ 

Osaka-shi, Osaka 541-0046/ A 

japon f ,u ] v. ?:V7) ;j 

v \ •/ 

... ' 


Date of mailing (day/month/year) 

06 July 2000 (06.07.00) 




Applicant's or agent's file reference 
09333 


IMPORTANT NOTICE 


International application No. 
PCT/JP99/07161 


International filing date (day/month/year) 
20 December 1999 (20.12.99) 


Priority date (day/month/year) 

24 December 1998 (24.12.98) 


Applicant 

R-TECH UENO, LTD. etal 



1. Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

AU,CN,JP,KR,US 

In accordance with Rule 47.1 (c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
06 July 2000 (06.07.00) under No. WO 00/38703 

REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 19-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide. 



The Intemati nal Bureau of WIPO 


Authorized officer 








34, chemin des C I mb ttes 


J. Zahra 




1211 Geneva 20, Switzerland 






Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 




Form PCT/IB/308 (July 1996) 




3381120 



C ntinuation of F rm PCT/IB/31 




NOTICE WORMING THE APPLICANT OF THE COWHWUNICATION OF 
THE INTERNATIONAL APPLICATION TO THE DESIGNATED OFFICES 



WO 00/38703 
PCT/JP99/07161 



Date of mailing (day/month/year) 
06 July 2000 (06.07.00) 



IMPORTANT NOTICE 



Applicant's or agent's file reference 
09333 



International application No. 
PCT/JP99/07161 



The applicant is hereby notified that at the time of establishment of this Notice, the time limit under Rule 46.1 for making 
amendments under Article 19 has not yet expired and the International Bureau had received neither such amendments nor a 
declaration that the applicant does not wish to make amendments. 



Form PCT/IB/308 (continuation sheet) (July 1996) 
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INTERNATIONAL PRELIMINARY EXAMINAT(0{sFBEl 

(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
09333 



International application No. 
PCT/JP99/07161 



FOR FURTHER ACTION 



See Notification of Transmittal of International 
Preliminary Examination Report (Form PCT/I PEA/41 6) 



International filing date (day/month/year) 
20/12/1999 



Priority date (day/month/year) 
24/12/1998 



International Patent Classification (IPC) or national classification and IPC 
A61K38/13 



Applicant 

R-TECH UENO, LTD. et al. 



1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 9 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 



Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 

Certain documents cited 

Certain defects in the international application 



I 




II 


□ 


III 

IV 


□ 


V 




VI 




VII 


SI 


VIII 


□ 



Date of submission of the demand 
09/06/2000 



Date of completion of this report 
09.04.2001 



Name and mailing address of the international 
preliminary examining authority: 

European Patent Office 
D-80298 Munich 

Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399 - 4465 



Authorized officer 
Blott, C 

Telephone No. +49 89 2399 7538 




Form PCT/IPEA/409 (cover sheet) (January 1994) 



International Application No. PCT/JP 99 X)7161 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Continuation of Box 1.2 



The wording "an agent for treating visual cell function disorder 
comprising an Interleukin 2 inhibitor" and the generic term "macro! ide 
compound" relate to an extremely large number of possible compounds. 
Support within the meaning of Article 6 PCT and/or disclosure within the 
meaning of Article 5 PCT Is to be found, however, for only a very small 
proportion of the compounds claimed. In the present case, the claims so 
lack support, and the application so lacks disclosure, that a meaningful 
search over the whole of the claimed scope is impossible. 
Moreover, present claim 1 relates to compounds defined by reference to a 
pharmacological mechanism of action "compound which inhibits interleukin 
2". The definition of compounds by reference to a pharmacological 
mechanism 1n the present context is considered to lead to a lack of 
clarity within the meaning of Article 6 PCT. It is impossible to fully 
compare the parameters the applicant has chosen to employ with what is 
set out in the prior art. 

Also the definition "visual cell function disorder" is considered 
obscure, not defining a specific disease recognized 1n the art to which 
the invention belongs. 

Therefore, present claim 1 and 2 and the corresponding dependent claims, 
relate to an extremely large number of possible compounds. Support within 
the meaning of Article 6 PCT and/or disclosure within the meaning of 
Article 5 PCT is to be found, however, for only a very small proportion 
of the compounds claimed. In the present case, the claims so lack 
support, and the application so lacks disclosure, that a meaningful 
search over the whole of the claimed scope is impossible. Consequently, 
the search has been carried out for those parts of the claims which 
appear to be clear, concise, supported and disclosed, namely for the 
compounds defined by Markush formula (I) in claim 3 and the compounds 
explicitly mentioned in the description at pages 8-11 and 1n claim 4, in 
respect to the diseases explicitly mentioned in claims 5-7 and in the 
description at pages 11, with due regard to the general idea underlying 
the application. 

All claims 1 to 10 have been searched incompletely. 

The applicant's attention 1s drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 



INTERNATIONAL PRECT 
EXAMINATION REPORT 




INARY 



International application No. PCT/JP99/071 61 



I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 17)): 
Description, pages: 

1-15 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1(b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



Claims, No.: 



1-10 



as originally filed 



Form PCT/IPEA/409 (Boxes l-VIII, Sheet 1) (July 1998) 



INTERNATIONAL PRE 
EXAMINATION REPORT 



INARY 



International application No. PCT/JP99/071 61 



(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 
claims Nos. 1-10 (all in parts). 



because: 



ISI the said international application, or the said claims Nos. 9 relate to the following subject matter which does 
not require an international preliminary examination (specify): 
see separate sheet 



□ the description, claims or drawings (indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 



K no international search report has been established for the said claims Nos. 1-10 (all in parts). 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 
Novelty (N) 



Yes: 
No: 



Inventive step (IS) 
Industrial applicability (IA) Yes: 



Yes: 
No: 



Claims 
Claims 1-10 

Claims 
Claims 1-10 

Claims see separate sheet 



Form PCT/IPEA/409 (Boxes l-VIII, Sheet 2) (July 1998) 



INTERNATIONAL PREMNARY 
EXAMINATION REPORT 




International application No. PCT/JP99/071 61 



No: 



Claims 



2. Citations and explanations 
see separate sheet 

VI. Certain documents cited 

1. Certain published documents (Rule 70.10) 

and / or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 
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SECTION III 

1. Claims 1-10 relate to an extremely large number of possible compounds and do 
consequently not meet the requirements of Art. 6 PCT (cf. form PCT/ISA/210, box 
I.1.). The IPEA will only formulate an assessment of novelty, inventive step and 
industrial applicability for the part of claims 1-10 for which an International Search 
Report has been drawn up. 

2. Claim 9 relates to a subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of this claim (Art. 34(4)(a)(i) 
PCT). 

SECTION V 

3. a) The following documents, which were cited in the International Search Report, are 
referred to in this report; the numbering will be adhered to in the rest of the 
procedure: 

D1: WO 99 00129 
D2: WO 94 13275 
D3: WO 96 00073 
D4: WO 92 03049 
D5: WO 00 09109 
D6: EP 0 532 862 
D7: WO 99 34830 

D8: IOVS, (MARCH 15, 1998) VOL. 39, NO. 4, PP. S273. 

D9: INVESTIGATIVE OPHTHALMOLOGY AND VISUAL SCIENCE, (1 998 JUN) 39 
(7) 1227-32. 

D10: STROKE (1998), 29(7), 1431-1438 
D1 1 : J. IMMUNOL (1 995), 1 54(2), 922-7 

D12: INVESTIGATIVE OPHTHALMOLOGY & VISUAL SCIENCE, (1994) VOL. 
35, NO. 4, PP. 1923. MEETING INFO.: ANNUAL MEETING OF THE ASSOCIATION 
FOR RESEARCH IN VISION AND OPHTHALMOLOGY SARASOTA, FLORIDA, USA 
MAY 1-6, 1994 

D13: ARCH. OPHTHALMOL. (CHICAGO) (1986), 104(1), 1 14-17 
b) D1 : see section VI. 
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c) D2 refers to a method of protecting retinal ganglion cells against glaucoma 
associated damage by topical administration of an antagonist of glutamate induced 
excitotoxicity, such as FK-506 (cf. claims 2, 10 and page 13, table 2 page 2). 

d) D3 refers to methods of treating optic neuritis and visual impairment by 
administering a protective agent, which inhibits glutamate-mediated retinal cell 
damage, such as FK-506 (cf. page 2, lines 6-12 and page 4, lines 24-25). Agents that 
cannot cross the blood/brain barrier may be administered topically (cf. page 19, lines 
28-31). 

e) D4 refers to the treatment of T-cell mediated diseases, such as auto-immune 
uveoretinitis, by administration of a polycyclic aromatic compound, alone or in 
combination with an immunosuppressive agent, such as cyclosporin A or FK- 506 (cf . 
claims 1 , 4, 1 1 , 12). The compositions may be applied topically (cf. page 1 1 , lines 9- 
13). Comparative tests were carried out with cyclosporin A as monotherapy (cf. 
example 3, fig. 4A/B and 5A/B). 

f) D5: see section VI. 

g) D6 refers to the treatment of ocular inflammation, such as uveitis, e.g. retinitis, by 
administration of rapamycin (cf. column 1 , lines 3-6 and lines 35- 44). Administration 
may be topical (cf. claim 4). Cyclosporin A is known to be effective in chronic 
idiopathic uveitis and was used in the comparative tests (cf. column 2, lines 37-41 
and example 1). 

h) D7: see section VI. 

i) D8 refers to the same test as D1 0 (cf. item k)). 

j) D9 refers to an in-vitro test wherein FK-506 and cyclosporin A displayed protective 
effects against glutamate neurotoxicity in cultured retinal neurons (cf. abstract). 

k) D10 refers to an in-vivo test wherein tacrolimus (=FK506) displayed protective 
effects on ischemia-induced retinal damage (cf. abstract). FK-506 was injected 
intramuscularly to rats after induction of ischemia (cf. page 1432 Animal model). 
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I) D1 1 discloses synergistic effects of rapamycin and cyclosporin A in the treatment 
of experimental autoimmune uveoretinitis (EAU) (cf. abstract). The drugs are 
administered parenterally (cf. page 923, last paragraph). FK-506 is already known 
to be effective for treating uveitis and rapamycin for treating EAU (cf. page 922). 

m) D12 refers to an in-vivo test wherein a sustained release device containing 
dexamethasone (DEX) and cyclosporine (CsA) lessened the severity of experimental 
proliferative vitreoretinopathy. 

n) D13 refers to an in-vivo test, wherein cyclosporine reduced intraocular 
inflammation in EAU. Cyclosporine was administered by i.m. injection (page 114, 
abstract). 

4. Novelty 

The following assessment of novelty only applies for the parts of the pres nt 
claims for which an International Search Report has been drawn up (cf. section 
1111.) 

a) Rapamycin, FK-506 and cyclosporines are already well known therapeutical 
agents to the man skilled in the art (cf. item 3.c)-e),g),i)-n)). Furthermore, their use 
in the treatment of visual cell function disorders, such as e.g. for reduction of retinal 
ganglion cell damage, is already known from the prior art (cf. item 3.d)). Anyhow, 
even if the therapeutical use was new, it would not render said agents new. 
Moreover, topical administration to the eye of said compounds is also known from the 
prior art (cf. item 3.c)-e),g)). 

It is pointed out that the term "retinopathy" in claims 5-7 has not been defined in the 
present application. It is assumed that retinopathy is any non-inflammatory disease 
of the retina (cf. Dorland's illustrated Medical Dictionary, 26th edition, page 1 148) and 
it has been supposed that e.g. the retinal ganglion cells damage described in D3 falls 
within the definition of retinopathies. 

Hence, the subject-matter of claims 1-8 is not new over the prior art (Art. 33(2) PCT). 

b) None of the above-mentioned documents discloses nor anticipates the use of an 
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agent according to claims 1-4 for the treatment of ischemic retinopathy, respectively 
diabetic retinopathy. 

c) As already mentioned under item a), the agents of claims 1-8 and their use for the 
treatment of visual cell function disorders is already known from the prior art. The 
subject-matter of claim 9, i.e. a method of treating visual cell function disorder, and 
the subject-matter of claim 10, i.e. the use of an interleukin 2 inhibitor for treating 
visual cell function disorder, is therefore not new over the prior art (Art. 33(2) PCT). 

5. Inventive step 

The following assessment of inventive step only applies for the parts of th 
present claims for which an International Search Report has been drawn up (cf. 
section III 1.) 

D10, which is considered to represent the most relevant state of the art, refers, as 
already mentioned under item V 3.k), to an in-vivo test wherein FK-506 displayed 
protective effects on ischemia-induced retinal damage (cf. abstract). 
The man skilled in the art would derive from D10 that FK-506 may be useful in the 
treatment of ischemia-induced retinal damage, including any type of ischemic 
retinopathies such as e.g. diabetic retinopathy. 

Thus, the subsequent therapeutic application of an agent according to claims 1-4 for 
the treatment of ischemic retinopathy, respectively diabetic retinopathy is already 
suggested by D10. 

6. Industrial applicability 

For the assessment of the present claim 9 on the question whether it is industrially 
applicable, no unified criteria exist in the PCT Contracting States. The patentability 
can also be dependent upon the formulation of the claim. The EPO, for example, 
does not recognize as industrially applicable the subject-matter of claims to the use 
of a compound in medical treatment, but may allow, however, claims to a known 
compound for first use in medical treatment and the use of such a compound for the 
manufacture of a medicament for a new medical treatment. 

SECTION VI 
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7. Certain published documents (Rule 70.10) 



Application No Publication date 



Filing date 
( day/month/year) 



Priority date (valid claim) 
(day/month/year) 



Patent No (day/month/year) 
WO 99/00129 (D1) 07.01.99 
WO 00/091 09 (D5) 24.02.00 



12.08.99 



15.06.98 



30.06.97 



14.08.98 



WO 99/34830 (D7) 



15.07.99 



17.12.98 



30.12.97 



a) D1 refers to the treatment of proliferative vitreoretinopathy by administration of an 
antagonist of glutamate induced excitotoxicity, such as FK-506 (cf. page 1 , lines 3-5, 
page 5, lines 25-27 and page 8, table 1 , page 2). Administration may be topical (cf. 
claim 10). D1 may anticipate the subject-matter of claims 1-5 and 8-10. 

b) D5 refers to the treatment of vision disorders such as disorders of the retina, e.g. 
diabetic retinopathy or retinal ischemia-induced eye injury, by administration of a 
pipecolic acid derivative such as rapamycin (cf. claims 1 , 5, 7 and page 19, lines 18- 
30). The compounds are preferably administered topically to the skin (cf. page 60, 
lines 13-14). D5 may anticipate the subject-matter of claims 1-10. 

c) D7 refers to preparations for topical ophthalmic application of immunosuppressive 
agents, such as macrolide antibiotics e.g. tacrolimus and cyclosporins (cf. claim 1 and 
page 41, lines 18-22). The preparations may be used in the treatment of e.g. 
endogenous uveitis (cf. page 2, line 11). D7 may anticipate the subject-matter of 
claims 1-4 and 8-10. 

SECTION VII 

8. Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
disclosed in the documents D2-D4, D6, D9-D11, D13 is not mentioned in the 
description, nor are these documents identified therein. 
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